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CONDITIONS 



This invention relate.; f« *w 

e.g. psoriasis. 
British Specifictlon No. :i5«„ ^.scribes 
immunothetaDeutic 
S H«ob . ""Pulsing WUea cells of 

7 ^ Uli These asents ar. a»,ful i„ the 

-autotherapy Of mycobacteria: disease ■ 
t"ber=„:osis a„. l,p„,, . " ^'^""^ 

— ..r.oe„tic a e„t-;ac it . r = 

®® the removal of th« 

Persistino bacin,- , ® 

ch^rrr^^u ^inicult to refflove by 

cneir.otherapy along t* • 

Ff aione. it is suggested in the sn^rif • 

- -»-.»Pe.tic a,e„t is belie eV a T 

presenting the • ^ 

9 the protective" comnio^ mycobacterial 
-^vantage and by contain," '>««erial antagens to 

conuaming immune suoorpcc^. ^ 
^5 which are a^tiv. stressor determinants 

a.tive an regulating disadvantageous i.. 
mechanisms. As a rnne ""^ 

a consequence, "persister- bacilli 
recognized by the °aciili are 

the immune system by their content .f 
mycobacterial antigens and effective im. 

directed against them in th . "^'"'^'"^ 

tneni^ m the absence 4.u 

^= ^or™ Of "«oe necrotic 

-e""iohal..at,„Z ilaT 
-c^-. co.ositio„s for the^ """" 
and for the tr«.. symptoms 

«s Which comprise as active lr=r.^- 
25 organism of „. vaccae xt ■ " 

^ " " ""'^ the preparation. 
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Of Jk.vaccae are useful for the treatment of various 
autoimune diseases and especially arthritic conditions 
including rheumatoid arthritis, ankylosing spondylitis or 
Reiter's syndrome. 

5 we have „o„ discovered that compositions comprising 

antigenic and limunoregulatory material derived from 
H==SS6ss£gEi^ lassas are generally useful in the treatment 
Of pathological conditions in «hi=h the proportion of 
agalactosyl IgG (i.e. i,« which laCcs terminal galactose 
10 from the ^-linXed oligosaccharides on the heavy chains, is 
increased. Diseases of this ^ind include not only the 
rheumatoid arthritis, tuberculosis and leprosy mentioned in 
the specifications referred to above, but also Crohn's 
disease and reactive arthritis. Other diseases in vhich 
15 this may play a part but in which an increased level of 

agalactosyl IgG is not easily detectable by current methods 
.nclude primary biliary cirrhosis, sarcoidosis, ulcerative 
coutis, psoriasis, systemic lupus erythematosus (especially 
When accompanied by s^ogren-s syndrome), multiple sclerosis, 
Cu.llain-Barri syndrome, primary diabetes mellitus, end 
perhaps some aspects of graft rejection. 

such diseases may also be described as that class 
Of Chronic inflammatory disorder which is caused by' cr 
accompanied by, abnormally high cytokine release by 
« macrophages of interleu)cin-. and/or tumour necrosis factor 
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(cachectin,. Th. specific conaitions invoXvea are of 
course, the sane « those already Mned. 

*cr the "V"""^ — ^'^^ provides a „.tho. 

> Z Z " ' -an 

^. t^ercuiosis. .pros. a.a rhe^ 

irth'^r""^ """" " - ' - 

o el!: " — on 

agalactosyl x,= which comprises administering to the 

pat.ent suffering fro. such a condition an effective a.o»t 

o. a therapeutic composition comprising antigenic and 

unmunoregulatory material derived fr»» « u 

aerived from Wvcoh.T^-frirTu aascie 

The invention also provides a method for the 
^eatment of a chronic inflammatory disorder (other than 
- ) caused or accompanied .y an abnormally 

high release from macrophages Of interleujcin-e and/ . 

ry^^^^ ' ^ -^-t^uj^in-e and/ or tiunour 

necrosxs factor which comprises ad^inisterina . 

suffering . ^nistering to a patient 

suffering from such a disorder an effective 

said i-K effective amount of the 

said therapeutic agent. 

The invention further provides ar,^-,- • 
5n 4^ ^'■toviaes antigenic and 

" ""unoreguiatory material derived from m 

th» »=. - Ik-Jassas for use in 

the manufacture Of a therapeutic agent for «, . 
Dathni» • , treatment of 

pathological conditions' (other than tuberculosis , 
rheumatoid arthritis) in , „ i^Prosy or 

tnritis) m a pati«,t whose Igs shows an 

^normally high proportion of agelactosyl Xgo. such 
uTr: " — - -o provided for 

treatment of a chronic inflammatory disorder (other than 
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rheu,..toid arthritis) of the ki„^ 

Th. ■""tlonea above. 

'""'Peutic agent of the i„.e„tlo 

^ " irreaiation. ""'^ "'"^-^n. 

fro. to .0" ' 

ir.1 Of diluent -:-Jia£cae microorganisms 

^ ---le .orate ...... '^^"^"^^ 

fi3B0 

15 5.25 g 

Na CI 



Tween 80 



6.19 g 

0.0005% 
^-tilled water , 



The preferred strain of m « 
20 ^^877^ isolated fro» . £l.^-^i££ae is one denoted 

^^•-t,. Stanford and r r i, , 
Trop. Z973, S3 :4I-389, ' 

" ««-nic criteria ,o„it^ 

^^X'TioI. .arasite„.a. ^.UcU """" ' 



WO91/02S42 

'Cr/CBM/OlSIg 
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™» "ral„ aenoted H877R has be.n . 
Budapest convention at t^e K ■ 

London NW9 SBr Onlt . '''"""y- Collndale 

cne number NCTC llfisg. 

the preparation of the th.. 
---organise „. ,,,,3, , ^^«-P«"tic agent, the 

— ^^gcflp may be grown on . 

.oar. P„f„,bly th. solid 

^"oculated with *u 
»"fc«ad aerofcically to anaM '"""Sanis.s is 

" enable growth of i-h^ 
'= '^^^ Place, s.ne.aav at 3:0, ^ ' ""'oorsanis^s 

harvested, t.en welo^.a and ^ " 

«d contains a s.rf. ""'"'My borate- 

^""^^ea above " as 

- -c-r.a„is:..;; ^--^ 

- - o. .ioroor^anTs:":':;::;""""" -''"^ " 

— 'i»n .a. tben be disp.„„ f T"" 

... vials. 
irradiation e.g. fro» "'^ ^iUed using 

"y "y other „eans, -„ .,a»J / ''°'* " 

" - - ::::r""^' ^ ----- 

P=i (69 kPa) for in „i„ . „ "•■"Ple at 10 

° "imutes (a5°.i250., , 

"""""ed, unexpectedly, tha. i>« been 

"toclaving yieias a »ore 
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effective preparation than irradiation. 

Tbe therapeutic aqent ie - 
. . " general administered by 

inDectxon in a volume in the range 0 i-o 2 . 

. ^ "'^^ preferably 

0-1 ml, given intradennally. a sinmo a 
5 ^ ^ . , -^-^y. A single dosage will generally 

be repeatea .epe„.i„, on the ccnaltion =. th. p„ie„t 

truth =. thas th,=ry it is ..lieve. that the active 

ingredient in the kiTio,^ m 

"e killed vaccg^ aay be the 65 kDa 

^ .str«3 p„tei„s are i™„„e targets in i.prosy an. 

tuhercuiosi., .r=c. Kati. sci. ..s... „ , ,33' 

believed t=^ ~^ " are 

believed to prov.de an e«ective pa=.a,e o^ the hsp es and 

other suh^tanc. in a convenient adjuvant. 

- .d^ini t ""^ '-«a"y be 

ad.„„tered h. intradermal injection, other routes . , 

oral administration, can ai,o b, used. 

"^-"'^9"- and is Within the .cope Of 
«:,o~" to use .ore th.„ o„e strain o. 
and/or to include in th. i».unoprophna=tic a,ent othe- 
mycobacterial antigens. Tuberculin, , '""he. 

»ay also be included. 
The immunoprophylactic .,.„t .1., 
(Bacuius calmette-cuerin, vaccine, in particular the 



10 
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freeze-fried form of the vaccine to n 

' ^° promote its effect 

i.^ ^^-t can contain further 

-«gred.ents such as adjuvants, preservativ 
etc. It »ay be su=.li . • ^""^^^^^^^^^ stabilisers 
x)e supplied in stern ^ 

cr m sterile freeze-frie. / ' '""^ 

"constituted prior 

- tt-^aSSSS »ay be used a. such or .s « ^ 
trectioned portion of the ora„i.„ t * " 

th«raoeutic a,ent »»»«acture the 

agents according to the invention 

following EKa^pl, Illustrates the , 

«tes the invention. 

-prising modified slZ Z^^^ ^ ""^ 

- .ediu. . inocriitii-irr ^-^^ 

" in-^ed .or 10 da.s at 3.0 to enl! 

Microorganism to ta.e place JeT ""'^ " 
harvested by „„^, »^«"rga„is« are then 

by gently scraping the surface of th. 
«ighed (Without dryi„„, ^ 

"j^yxng; and suspended in k/i«? u 

buffered saline at pH8 tn • """^ 

pxid to gave m 

- suspension is displ iTl^"^'"^ 

t^en autoclaved for lo minutes at i 

-i=roorganis.s. co iL " '''' 

tub.. , • cooling, i/aoth voluae of 

^^erculin (at the standard concentration of , , 
'■l-iea. The therapeutic acent ' 

" ^-O before use . '"'""^ " 

reuse. * "ngle dose consists of o l . 
suspension, which should be eh,v ■ 

be Shaken vigorously immediately 
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before use, containing i mg wet weight of M. vae.... and 0, 

of tuberculin". The dose is given by intradermal 
injection normally over the left deltoid muscle. 

Only one dose is normally required. The patient 
should not receive high dose steroids or other 
immunosuppressive therapy. Up to six months may elapse 
before the beneficial effect becomes apparent. 



wo 91/02542 



PCT/GB90/0I3I8 



- 9 - 



1- Dse of antigenic and/or iamunoregulatory 

Material derived fron HyP.b,,t.r1.. .n.ry, for use in the 
manufacture of a therapeutic agent for the treatment of 
5 pathological condition, ,oth«: than tuherculoeis. leprosy or 
rheumatoid arthritis, in a patient in vhich the patient-s 
19= Shows an abnormally high proportion of .galactosyl igo 
or in the treatment of a chronic inflammatory disorder 
(Other than rheumatoid arthritis, caused or accompanied by 
10 an ahnormally high release hy macrophages of i„terleu3cin-. 
and/or tumour necrosis factor. 

2- The use according to claia i, „herein the 

antigenic and/or immunoregulatory material derived from 
It^-sassas comprises dead cells cf Jl^jassss- 

" „ ■ «=ording to claia a, „h„.in the 

cells Of H^vassas have been Icilled by autoclaving. 

The use according to clai„ i, „Herein the 
antigenic and/or immunoregulatory material derived for 
iU.Jass^ comprises the « tea heat shock protein. 

"^^ according to any one of the 
preceding claims, wherein the material derived from 

is derived from the strain as deposited at the 
National Collection of Type cultures CKCTC, Central Public 
Health Lahoratory, colindal. Avenue, ^„.,„ 
Kingdom on February „th, iss, under the number KCTC ii«9. 

«• The use according to any one of the 

preceding claims, vherein the therapeutic agent contains, 
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per dose, antigenic and/or iirnnunoregulatory material from 
lo7 to lolO y. vaccq^ microorganisms. 

7. A method for the treatment of a 

pathological condition (other than tuberculosis, leprosy and 
5 theumatoid arthritis) in a patient in which the patient's 
IgG shows an abnormally high proportion of agalactosyl IgG 
or for the treatment of a chronic inflammatory disorder 
(other than rheumatoid arthritis) caused or accompanied by 
an abnormally high release from macrophages of interleukin-6 
10 and/or tumour necrosis factor, which comprises administering 
to the patient suffering from such a condition an effective 
amount immunoregulatory material derived from Mvcob......... 



vaceae . 

8. 



A method according to claim 7, wherein 

15 the material derived from M. vaer^«. is as A^i'ir.^A • 

a- '-'- "^ . 5 AS as defined m any one 

of claims 2 to 6. 

9- Products comprising antigenic and/or 

immunoregulatory material derived from ll^ssfe.,,,^!,,,^^ 
for use in treatment of a pathological condition (other than 

20 tuberculosis, leprosy and theumatoid arthritis, in a patient 
in Which the patient's IgG shows an abnormally high 
proportion of agalactosyl IgG or for the treatment'of a 
Chronic inflammatory disorder (other than rheumatoid 
arthritis) caused or accompanied by an abnormally high 

25 release from macrophages of interleuJcin-s and/or tumour 
necrosis factor. 
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'«u iron M. v«r .^,. Is «= J 
of cl,iM 2 to 6. dsfinsd in iny o„. 

= treatment « , p.^?'""""''"^ '^-"^ in the 

or accompanied by an 

»-"e ... .nt ji-?::;"?^" 

of claims 2 to 6. defined m any one 
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